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VT\ Abstract 

N vel thiizolidine-2.4-dione derivatives represented by general formula (I); salts of the derivatives; and diabetes remedies containing 
he same, wherein R, is cycloalkyl. substituted or unsubstituted phenyl, naphlhyl. r a heterogeneous mono- r bicyclic group containing 
me or more atoms selected from am ng nitrogen, oxygen and sulfur. R, and R, are each independently hydrogen, lower alky!, cycloalkyl. 
dkoxy. halogeno. hydroxy, (optionally protected) amin , phenyl or KCH,).- (wherein n is 2 to 6); and A is an amide linkage. 
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£tlT^S^ x;l/^-^0 UT^H^Jds tt&tttttl^l^iSCU k*^7 

15 nr^So 

IS8ija<&B£?8tfT^So *<2<fc9^#l©ft£tttt&©£lTii, CS-0 4 

5 (=&, #&8¥3 - 2 5 1 5 3 0^) , kWJ *V> (ftffix ChemPhartn. 
20 Bull., 39, 1440(1991) ) * x>/U^7> (7 7-flf-s Chem. Pharm, Bull. , 34, 

319,(1990) WbtlSo #&fl¥3-9 0 0 7 1 ^, #M¥2- 1 

6 7 2 2 5^, #M¥5-9 2 9 7 2^§\ #B8¥5-2 3 9 0 4 1 ^> #&8¥6 
- 5 0 0 5 3 8^ #B8¥6-5 0 3 3 5 3-ttti**<** 0 LfrU CtltX'O) 
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2 



R 2 ' 




5 



(I) 



^7x-^ i-y^-jum. *tzit'pte< ±t>m%. anKT-o^^^-r 

(CH 2 ) n- (n = 2~6) ^iL, A (*7 ~ K»^**"T] 

15 isto^ypymfrmfbtiZo r, a<^Ms&^&s^(2ioj^j:©g 

x — ;K 2-. 3-. t/:li4-7;l/tn7x-;k 2-. 3-. £^{2 4 -7 
D*7x-vk 2-. 3-. £. tzit 4 -■=- ho7x-/K 2-. 3-. £fcli4 
-hU;K 2-. 3-, */:(i4-y h + i/7x-yk 2-. 3 £tzte4 - 
20 xh + ->7x-;k 2-. 3-, £fct*4 i— ;K 2 - % 3 

*f;U4-tKo + ->7x-Jk 2- N 3-. *fctt4 -k'7xi'J^ 2 
- % 3-. £tzii4 -iS/*Jl<T i J 7x-;W 4- (p- h;l/i>x*~;UT * 
K) 7x-;K 2, 4 - hD7x-ik 3. 4-i?^ h + ->7x-;k 3, 
4 -yfl/>-m>'7x-/K 4 - k Ka*>- 3 --hD7x-;HW 

25 {f^n-So r. j&<*-rMm»a**<si.»tt 1 o^±oi^wtst7f;n«i: 

LTtt. l-*"7f-^ 2-t7f;k 4-> h*i'-l-t7f/k 

2 - + 7 + to* 1. 2. 3. 4 -T- t Ka- 2 - ^ 7 ^l/g^gstf 
btiSo R • a<£-rMH»^*<5^tt 1 oJ^±<Dg&g2:W-r <h t>g&. 
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3 

tlXtt. 3~fJfk 2-*i->k 3 -f-i-'k 3-* 

>K'Jvk 2->f 1^-3 ->f>K'J/k 5-fc Kn + ->-3->T>KU;K 5 
_ y h + i/ _2->^;U-3-^>K'J/K 1. 2, 3. 4-f h7th'D-3 
_ j y 4. y ij ji s 'J ;l/g^<^tf £>tl3<> 

5 *WMm*. R. . R> ©tt«Tii/*;i/*£l*. M**^*^*©**^ 
x^;K 7*nfcVk 7*f;k ^f^k ^*^^X***^o R:- . Rj 
D7;l/+/Hifi> y^ynfiK i/^a^i/f^k f*o'\*i//k 
^■/f-A/S***"^ R 2 . R» © 7 3 > h*£/. 7 
D#*->3^Jt**fo R? . Rj o^pyvlf^tti. 7-y3t. ^&&<!: 

10 ©Bg^^r^o 

Jfr£L^Ri D's^- Wk 7 x— ;k 4-— ho7i- ;k 3 h 

X -;K 3-n*5/7xi^ 2-n*'>7x-A/, 4~M;k 3 - h U 
/k 2-HJ/k 4-7;^D7x-^, 3-7^o7x-;k 2-7/M*o 
15 7i-;K 4 - ^DD7i-;K 3-^OD7x-;K 2-^D7x-;K 4 
-k Ko*v/7*-;k 3 -b Ko*->7x-;W 2 - t Fo + ->7 x-/k 4 
-SM*/U7 5V7x-A/. 4 -b'7x-'J /k 1 -^7f-;k 2-^7f;k 
2 - f »J i> ;k 3 - f 'J i> ;k 2 - ^i— ;k 3 -f-i— ;k 3 - << > K U /k 
2 -y^;U-3-^>K'^k 2-/^^-5-^ 3 -<f > KUA*T 

20 

*F£L^R 2 . R3 tt— ^fcSWiPftF***** 7^1 /f-/k if 

;k ^^n'Of-yk i/^o^WK 7x— ;k kKo*k y h 5 
l>U-(CH2)a-,-(CH2) < - T'$>2>o 

25 #n^iii«ftTfrfflac«i««TfiPffl**^*«f«ttf'T7u 

X + -A1 ICijrfJ;^ it (II) T«n*<fcM!i:« (III ) -o**n«fc 
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4 

tt£-#J (I la , X=NH 2 ) li£fclCD7j& (Chem. Pharm Bui 1. . 30, 3580. (1982) ) 
T&fi£T'£So it^m (Ilb.X=C00H) (ix^-A Hc^-T^T'^T^So "t 
t£*>*>^ r-*)>&mft (IV) mfk7K^B?^^ay>fb7K*B?©?? 

(v) *<i#t>n^o zviisvi cv) (vo iKJSs-ttx 

'&Z>nZ>4t&® (VII ) J: *Mb£4» (Nb . X=C00H) 

1 

EtOOC^ Et00a CL ? + mJL. 



(IV) (V) (VI) 

20 (vn) (n-b) 

(m-a) Ol-a) a . a) 

25 Y=COOH X-NH, A=OONH 

(m-b) (n-b) a . b) 

y=nh. X=COOH A*NHCO 
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5 

it&Vl (III ) tt*na#^*DT'*>**^ &ftcD^irc£j£T'£So <t&«a 

iiLt-^y WWf'J^X hUif^7;>, f«;y>tt«!f*ffll\ « 
5 £1itt«£LTWWT (1 -t^o"^^^//^.^-/-^) . HOSU (N-tKn 
*->Z*->W S K) LTttDCC ( v •> ? d^S/^m: 

5M ~ K) . WSC.HC1 ( 1 -*>A'- 3 " (3 ->MfWY/yu t'/l,) • . 

i k «wm) i^^o Kicauttto-i o or©MT**a<. in ' J i M 4 * , *° 

25 ^$tl5t>®W^'o TNMR J . TMSj rf£ttftl#ifcZ'<* h 

> rKS^rr^^^ FAB-MS) J £3H"o NMR li-f^T*;* ^/l/X;!/** 

HJfeWl 5- ti-ijfr#*i''<>W f77'Ji^-2, 4-^5t->(ll 
-b) ©&J& 
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6 

T i y$lfK i ^'^ i ^7'^ 16. 5g£T-fc h >-7K (165ml -55m I) 
lcflD?U o^T'ig^ffi? 106ml &tja?L2> 0 Z.<Dm&fol~*)$T. £588?^ HJ? A 
9.34g OTk/gte 25ml £«TU 305>«#-r*o ol^C©I^i:if^7? 
U l^- h 80ml £flax.. tt#LttJ&<£4 0 TBU^lCTSe^m-iB 1.6g 

tttHL/wo •> u * a? h /7 7 -( --cttiits t s (V) 

^i^iU 17.78g (J|X^63%) f#/c 0 *C»t»n^k^« (V) 12. 7g „ 
T-TtVUT (VI) 10. 2g , ftKth'J^A 11.0g<D^ > P/<y-/bjfttt (40ml) £ 

10 Ztil&to (VII ) £9.5g&/c 0 '&t>ntzit&® (VII ) 4.0g £4 NEB? 30 
ml> 3-9 J—)\t 350ml <£>M£?£tcjgfgU 8 B^raftQ&SdfcLfco ol*T'i*y- 
yi/*«EE9*Lyt«x fttttt 20ml 8l$MiiagAttLfco Wti$%.. tfrtti 

%*iMKU imrtht. @B*tft£&£3.5g»rt: 0 
NMR(ppm) ;3. 23(1H, dd), 3. 45(1H, dd). 4. 97(1H, dd), 7. 40(2H, d), 7. 89(2H. d), 
15 12. 07(1H. bs). 12. 90(1H. bs). 

MS(M-1);250 

mBmz 5- (4- (2-^o^s/A7th75 K) 'OSW f77'J 
i>>-2. 4-^*>a>£fifc 

5— (4-7;M>'^) f 77'J ^>-2, 4-5>*>1.5g* >*o^ 
20 * : s)UBm 960mg. H0BT 1. 03g. WSC.HC1 1.3g&DMF 20ml lz*»PU 

y-'WC&^U TKt^T-TSts tfr*a<#TtHLT< So C©t&*£ 
flHX L 5 - (4- (2-->^n^->^7*h7U') ^V^) f 
25 T'/ys>>-2. 4 -S^*>* 1.7g »yt 0 

NMR(ppm): 0. 94-1. 40(5H. m). 1. 71-1. 90(5H, m). 2. 25(2H. d). 3. 14(lH,dd). 
3. 40(1H, dd). 4. 95(1H. dd). 7. 23(2H. d). 7. 60(2H. d). 
9.9K1H. s). 12.09(lH.bs). 
MS(MH):347 
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7 

*Jfcfl3 5- (4- (2-7x-/UT-trh7; K) *77'Jy>- 

2, 4->>*>£>&Ji£ 
5 _ ( 4 -7;y/<>^) -f7'/Uy>-2. 4-^*> 1.25g, 7x-^ 

735mg, HOBT 0.83g, WSC.HCI 1. 04g £DMF 20ml tC&PU MJCT- 

ti>t5- (4- C2-7i-;U7-t h7i K) 'OiW ?7*/*)iS>-2, 
\- : J*y* 1.32gli/Co 
10 NMR(ppm) ;3. 06(1H, dd), 3. 3K1H, dd), 3. 62(2H, s), 4. 87(1H, dd), 
7. 16(2H, d), 7. 26UH, m), 7. 32(4H, m), 7. 53(2H. d). 
10. 16(1H, s), 12. 00(iH.bs) 
MS(M+1);341 

%im\ 5- (4- (2- (2--hD7x-;U) 7-trh7^ K) 
15 f-77»;y>-2, i-i?*><D&tfL 

5 _ {/[-7iJK>^)V) ?7V*)i?>-2, 2.0g , 2-~h 

p7i-;l/ftK 1.8g , DCC 2.06g Zmtt + l'y 50ml KMU 

20 S£U *y-Mi»#U TKtcjST-T^ix t&*;MrtfilT< So d 

®»**iWRHW«4 5- (4- (2- (2-xhP7x-;W 7-th7^ 
K) ^>^;U) f-T7VS;>-2. 4-**>£ 1.2g$fc 0 
NMR(ppm) ;3. 15C1H. dd), 3. 41(1H, dd), 4. 20(2H, s). 4. 96(2H, dd). 

7. 22(2H, d). 7. 53(2H, d), 7. 61-7. 68(2H, m), 7. 80(1H. dt), 
25 8. 14C1H. dd), 10. 3(1H. s), 12. 09(1H, bs) 

MS(MH);386 
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: 8 

D7x-;* L.5g , DCC l.f>4g ZiZiff-lsy 40ml lZ**ffiL. ^fflCT- 

S£U 9 J-MzfeML. Tk^mTirZt. «&*WHiLT< So Z 

.5 0»**»IRLft*f5i5 - (4 - (2 - (3 - — ho7x-;l/) T-tr hT ^ 
K) ^ > ^- T / U if. > - 2 . 4 - V * y*k 2. 25gfi/c 0 

. NMR(ppn);3. 15(lH,dd),3. 40(111. dd). 3. 92(2H. s). 4. 96UH. dd), 

7. 25(211, d). 7. 02(211. d). 7. 72(111. t). 7. 86C1H. d). 

8. 22(1H. dd), 8. 32(1H. d). 10. 34(1H. s). 12. 09(1 H. bs) 
10 MS(M+1):386 

UStef^lO 5 - (4 - (2 - (4 - — hD7 JL — JV) T-tr bT I K) 1> ! J A/) 
f7 , /'J^>-2, A- : J*><D&1& 

5 - (4-7; f7'/'J 5>>- 2. 4 1. Og . 4 -- h 

o-7*.=./Uffls6* 820mg. DCC 935mg Zmt/Ti/y 40ml IC&SU ^.UiZX— 

15 iftftfliLfc, 0rtb4&£iteU as^icim-*^^^*.* 7k> 5%?i>'&7k 
Sift. ISfPJKttTK^hU^^TKStt. IWnA*3fclwT«fe»LA:o 

©»5l5*»9lL«a»-r St 5 - (4- (2- (4--hD7i-;W T-t?h7^ 
K) Ky'JM) f7'/ l J-/>-2. 4 - >£• 1. 35gf#/c 0 
20 NMR(ppm) ;3. 15C1H. dd), 3. 40(1H. dd), 3. 90(2H. s), 4. 96(1H. dd). 

7. 26(2H, d), 7. 61 (2H. d). 7. 69(2H. d). 8. 28(2H, d). 
10. 34(1H. s). 12. 08(1H. bs) 
MS(MH);386 

%m.mi 5- (4- (2- (2, 4 - 1^07 1^) T-thTi K) ^> 
25 f77'jy>-2. 4 - 5>3*->©£j5fc 

5- (4-7 5M>^) f77'jy>-2, 4 - > 1. 5g . 2 . 4- 
^hD7x-« 1.53g. HOBT l.03g. WSC.HC1 1.3g£DMF 20ml Idjgfl? 
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WO 97/32863 

9 

C^KLW^r,- (4- (2- (2. 4-^ho7x^U)T 
* hT * K) *T'/'J*>-2. 4-**>* 1.78g»fc- 

NMR(ppm) ;3. 07(1H. dd). 3. 33( IH, dd). 4. 28(2H. s). 4. 87(1H. dd). 
5 7. 18C2H. d). 7. 48(211. d). 7. 89(1H. d). 8. 54(1H. dd). 8. 78C1H. d) 

10. 32(1H. s). 12.0K1H. bs) 
MS(M41):431 

MM 8 5- (4- (2- (2-n^7^)7th7;K)^^) 

10 5- (4-Ti/^>^^) f7*/'J^V-2, 4-y*> 1.2|. 2-y h 
*.>7*i>l#* 897mg. HOBT 0.83g. WSC.HC1 1.04s £DMF 10ml KfcftfU 

ft, ttW««**^h^^*»«^ IMP*«*cr«»Lfc. RKx^/i/M 
15 (4- (2- (2-. h*^x^) T"b hT ^ 

K) *y*A0 f-TV'J5»-2. 4-s;*y* o.96g»fc. 

NMR(ppm) ;3. 06(1H. dd). 3. 32C1H. dd). 3. 61C2H. s). 3. 76(3H, s). 4. 87(1H, dd). 
6. 87-6. 98(2H. in). 7. 14-7. 26(2H. m). 7. 53(2H. d). 10. 02(1H. s). 
12.0K1H. bs) 

20 MS(M+D;371 

£fc*|9 5- (4- (2- (3-> T-te bT i K) 

f-7 7'J 2. 4-*^*>©^ 

5 _ (4-7;^-^) fr/'J'^>-2, 4-i>*> L5g > 3-^ 
+ >>7xi ^l 1.12g, HOBT 1.03g. WSC.HC1 1.3g*DMF 20ml fc»*U 
25 ttCt-I«»Lfc. BfilttKWI^^^ ^ 5%?x:/gfc*fc 

(4- (2- (3-y h* 5/7 T-thTl 
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1 0 

NMR(ppm) :3. 14(1H. dd). 3. 40( 111. dd). 3. 67(211. s). 3. 83(3H. s). 

6. 890H. dd). 6. 92-7. 00(2H. m). 7. 23-7. 62(2H. m). 7. 60(2H. d). 
10.2K1H. s). 12. 08(1H. bs) 

MS(M+1):371 

5 H»U 0 5 - (4 - (2 - (4 -/ h*>7x-;W T-fe hT ~ K) Oif 
)V) *T '/ V V > - 2 . 4 - 

5 - (4-7=;^>y;l/) f-T'/y 5>>- 2. 4-^*>l.2g, 4-^h 
+ >/7i-yH^Se 0.9g , HOBT 0. 83g. WSC.HC1 1. 04g £DMF 10ml ICj§ft?U 

C<DW3i$:»f&L&m-f2 > t5 - (4 - (2 - (4 h + ^x^l/) T-tr h 
Ti K) "Oi^-flO f-7 4 /'jy>-2, 4-v f ^>^ 1.64g|§Aio 
NMR(ppm) ;3. 06(1H. dd). 3. 3K1H. dd). 3. 54(2H. s). 3. 72(3H. s). 4. 87(1H. dd) 
15 6. 88(2H, d). 7. 16(2H, d), 7. 24(2H. d). 7. 52(2H. d). 

10. 08(1H. s). 12. 00C1H, bs) 
MS(MH);371 

m.1fcW 11 5 — (4 — (2 — (2— hlMl') 7t h7; K) 'O *JAS) TTV 

20 5- (4 -7;;^^) f77'J>^-2, 4 - v?* > 1. 2g , 2 - h U 
A/fttt 0.81g. HOBT 0.83g. WSC.HC1 1.04g ^DMF 20ml {CjgflPU ^&1CT 

25 *£i«lR L 5 - (4 - (2- ( 2 - h 'J AO T-trhT* K) 
f7 , /'jy>-2, 4 - l.5g &tZo 

NMR(ppm) ;2. 29(3H. s). 3. 05(1H. dd). 3. 32(111. dd). 3. 67(211. s). 4. 85(1H. dd). 

7. 12-7. 25(6H. m). 7. 53C1H. d). 10. 14(1H. s). 12. 05(1H. bs) 
MS(MU):355 
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1 1 

X*fll2 5- (4- (2- (3-HJAO 7HT;K) <>^) 

5- (4-7;/^>^^) f77'J'^>-2, 4 - 1. 5g , 3 - HJ 

*M! 0.81g. HOBT 0.83g. WSC.HC1 1.04g £DMF 10ml tc*tf U £&ICT 

WL<t»-r&^5- (4- (2- (3-h'J/U) T-tr h7 ; K) f"7 
./ijyj/-2 l 4 - v** 1. 37gJi/c 0 
10 NMR(ppm) ;2. 29(3H, s). 3. 06(1H. dd). 3. 3K1H. dd). 3. 57(2H, s). 4. 87(1H. dd), 
7. 04-7. 23(6H. m), 7. 53(2H. d). 10. 130H. s), 12. 01 (1H. bs) 
MS(M+1);355 

**fll 3 5- (4- (2 - (4-M>W 7-trh7i K) f*7*/ 

15 5-(4-7 5W^)f7'/^>-2. 4-**:/ 1.2g , 4-MJ 
mm 0.81g, HOBT 0.83g. WSC.HC1 1.04g *DMF10iHC*»U MlST- 

20 *WRL«i«t5- (4- (2- (4-HJ*) T*hTi K) 
f-T7U*^>-2. 4 -5>*>*1.4Bg Sfco 
NMR(ppm) ;2. 27(3H, s). 3. 06(1H, dd), 3. 32(1H. dd), 3. 56(2H. s). 4. 86(1H. dd), 

7. 10-7. 22(6H. id). 7. 52(2H, d). 10. 11(1H. s). 12. 00(1H. bs) 
MS(MU);355 

25 XftflM 5 - (4 - (2 - (2-7;^n7x-^) 7th7;K)^^ 

5- (4-7 5^0-^) f7'/'i^>-2, 4-**> 1.2g . 2-7^ 
^D7x-;UftK 832mg, HOBT 0.83g, WSC.HC1 1. 04g £DMF 10ml K»*U 
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I 2 

«u mm&t!i$t7k$:-t- b *) o <u7km&^ mm-&mfriz-akftLtz 0 mm*-***® 

£U J-MzmmL. Tk'.zffiTTfZt. *a**<tfrtiiLT< So CO 

»3fc£ttlRLte«k-rS<!:5- (4- (2- (2-7^D7i-^) T-trbT^ 
" K) f-T'/U ^>-2. 4 1.55g9fc e 

5 NMR(ppm) ;3. 07(1H. dd). 3. 32(1H. dd). 3. 71 (2H. s). 4. 87(1H. dd). 

7. 13-7. 20(4H, m). 7. 27-7. 41 (2H. m). 7. 53(2H. d), 
10. 19C1H. s), 12. 00(lH.bs) 
MS(M+1);359 

15 5 - (4- (2 - (3 - 7;^o7i^) T-tr h7 ; K) ^^v? 

10 il/) f-T'/U ^>-2. 4-^*>©£fifc 

5 _ ( 4 _ T » f-T 4 /U 2. 4-^*>1.2g. 3-7;U 

tD7x-A#K 832mg, HOBT 0. 83g, WSC.HC1 1. 04g ^DMF 10ml KjgftSU 

15 £U m^^/' *y->HC$g«¥U TKic^T-TSi. LT< So CO 

f&**j*IRL£;Shi-S<i:5- (4- (2- (3-7;l/tD7i^) T-trhT^ 
K) f77'Jf>-2, 4-v ? Pt->^r 1.51g»fco 

NMR(ppm) :3. 06(1H. dd), 3. 31 (1H. dd). 3. 62(2H, s), 4. 87(1H, dd), 

7. 11-7. 18(4H. m). 7. 33-7. 38(2H. m), 7. 52C2H, d). 10. 15(1H. s). 
20 12. 00(1H. bs) 

MS(M+1):359 

HJteW 16 5 - (4 - (2 - (4 - 7WD7x-W T-tr h7i K) "OS* 
yV) f-TW 2. 4-^*>©£jfc 

5 - (4-7;M>W f77'J^>-2, 4-^*>1.2g. 4-7;l/ 
25 tD7xi^K 832mg. HOBT 0.83g, WSC.HCl 1.04g SrDMF 10ml lCjg*?U 

g.mizx-m&**ftLtz 0 Kfemm^mbx-T tK. 5 

it, aSfcy^V-'WcjgftfU TKtc^Ti-^i. LT< So CO 

fc>*-£«IfcL$£Shi-S<h 5 - (4 - (2 - (4 - 7;M"o7x-^) T-tr h7; 



wo matt tcnmvm* 

1 3 

K) ^ > v 5 ^) f7'/'Jy>-2, *- : J*V* 1. 54gl#/;o 
NMR(ppm) :3. 07(1 H. dd). 3. 32(1H, dd). 3. 67(2H, s), 4. 87(1H. dd). 

7. 04-7. 18(4H. m), 7. 33-7. 41(211, m), 7. 52(2H. d), 10. 17(1H, s). 
12.0K1H. bs) 
5 MS(M+1);359 

%m\ \ 1 5- (4- (2- (2-?oo7x-A/) 7-feh7~ K) 'OSW 

^7'/>J 2. 4-^#>£>&fi£ 

5 _ ( 4 _ 7 5 f-7 7'J 2, 4 - i?t y 1. 2g . 2 - ?o 

p 7l -^K 921mg, HOBT 0.83g, WSC.HC1 1.04g £DMF 10ml £»PU 

ft. fiftKtt**^!-'^^***- IMd«McK:T»Lfco 
£U »S*>^y-^lc»l»U ^Hr>CftT*&£* LT<4« 
:©^iKLW5t5- (4- (2- (2-*DP7x-;U) 7*h7 
^ K) 'OSW) ^77*'J^>-2, 1.58g&/c 0 
15 NMR(ppm) ;3. 07(1H, dd), 3. 33(1H, dd), 3. 82(2H, s), 4. 88(1H. dd). 

7. 17(2H, d). 7. 29-7. 32(2H, ■), 7. 40-7. 46(2H, m), 7. 54(2H. d), 
10.21(lH,s),12.01(lH. bs) 
MS(M+1);375 

ftlMl 8 5- (4- (2- (3-^o7x-;W T*h7 5 K) 
20 f-7»/U^>-2. 4-^*>4>£fi£ 

5- (4-7* yO^) f-7»/yy>-2. 4-**> 1.2g, 3-*o 
D7x-^ftK 921mg, HOBT 0.83g, WSC.HC1 1.04g £DMF 10ml (C/§ft¥U 

ft, IMiW***HJ IM***KT»Lfc. B»i^/Kf« 

tt**atRHK«k«i5- (4- (2- (3-7do7x-;U) 7*h7i K) 
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1 4 

12.0K1H. bs) 
MS(M-1):375 

mfeffl 19 5 - (4 - (2 - (4 - ?DD7iz;l/) T-tr bT ~ K) sOiS/V) 
f7 , /')/>-2, 4 - ^*>0>&J& 
5 5- (4-7;M>^)f7'/')y>-2, 4 - : J* > 1. 2g . 4 - * D 
n7xz;l/ftK 921mg, HOBT 0. 83g. WSC.HCI 1. 04g £DMF 10ml IZj&ML. 

■*u ? ; -MzmwL. TKtc^T-r-si. ^*<waiLT< 6o 

10 MM&mmL&tik-fZt 5 - (4- (2- (4 -9aa7 — T*bTi K) 
^>^;U) ^T'/U^>-2. 4-^*>£ 1.6g if /Co 
NMR(ppm) ;3. 07(111, dd). 3. 32UH, dd). 3. 64(2H. s), 4. 87(1H. dd), 

7. 17(2H, d). 7. 33-7. 38(2H. m). 7. 52(2H. d), 10. 18(1H. s). 
12.0K1H. bs) 
15 MS(M+1);375 

HWI2 0 5 - (4 - (2 - (2-t Kc*^7i^) T-trhT^ K) ^> 
y^) f77'jy>-2, 4 

5 - (4 -T S J ^T'/'J 5*>- 2. 4 - V* y 1. 2g . 2-tK 

a+>7i-yI/g^K 1.64g. HOBT 1. 66g. WSC.HCI 2. 08g D M F 15ml IC/gft? 
20 U m&lCT-g&SttfLfCo tK. 5%?^>& 

7k&«u fi&ftJ£&7k&^ MJ ^ A7k&$U Ifeffi^TkJCT^L^o st&i^yi/ 
£S£U ^-A>tC&ft?U TklCffiT-TSct. ^**<^fHiLT< So 

C L&j&-r££ 5- (4- (2- ( 2 - t Kn + ->7 x-yl/) T-tr 
h7; K) sOiS*) f77'jy>-2, 4-v>*>£ 490mgf#^ o 
25 NMR(ppm) ;3. 06(1H, dd). 3. 32(1H, dd). 3. 58(2H, s). 4. 87(1H. dd). 

6. 17-6. 80(2H. m). 7. 03-7. 17C4H. m). 7. 54(2H. d). 9. 48(1H. s). 
10. 05(111. s). 12.0K1H. bs) 
MS(M+1);357 

H«te^|2 1 5-(4-(2-(3-t Ko + >7i-;l) T-tr i K) ^> 



WO 97/32863 PCT/JP97/00639 

1 5 

•^) f7 , /'Jy>-2, 4- : ;*>CD£f& 

5- (4-T;M>^) f-T'/>ji?>-2, 1.2g > 3 - t K 

n + >7x-^^ 822mg. HOBT 0. 83g. WSC.HC1 1. 04g £DMF 10ml (C&ft? 

C<0»5Mr»ttL<e*i-4£5- (4- (2- (3-fc KD + i/7x-/W T"b 
hTi K) ^VvW f77Ui»y-2. 4 - 1.41g»/c 0 
NMR(ppm);3. 08(1H. dd), 3. 31 (1H, dd). 3. 52(2H. s). 4. 87(1H. dd), 
10 6. 62-6. 66(1H. m), 6. 74-6. 76(2H. m), 7. 08-7. 18(3H. m). 

7. 52(1H, d), 10. 06OH, s). 12. 00(lH. bs) 
MS(M+1);357 

mmm2 2 5- (4- (2 - (4-tKa*->7x-;i/) T*hTi K) 

15 5-(4-7*;^ f ;*)f77^>-2, 4 1.2g . 4-tK 
d4->7x-^B*& 822mg. HOBT 0.83g. WSC.HC1 1. 04g £DMF 10ml tcj§» 

20 -;l/=l 5 : 1) -etim-TZt. 5- (4- (2- (4-fc Kd + «>7x-;I/) 
T-trhT^ K) *<>itJV) *T % /V 2, 4-^t^t»*iLT 1. 49g» 

NMR(ppm) ;3. 05(1H. dd). 3. 31 (1H. dd), 3. 47(2H. s). 4. 86(1H. dd). 6. 70(2H. d). 
7. 10-7. 17(4H. m). 7. 52(2H. d). 9. 24(1H. s). 10. 05(1H. s). 
25 12.00(lH.bs) 
MS(MH);357 

^K6#J2 3 5 - ( 4 - ( 2 - ( 4 -t'7x-'JW T-fchTi K) 

5- «-7;M>^) f-TV'J >>- 2. 4 - * > 222mg. t'7x^ 
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M.'MftfU? 212mg. HOBT 153mg. WSC.IIC! 192mg ^DMK 5ml!Cjgft¥U W&l-X 

5 ttXmL&m-j- Z> t 5 - (4- (2- (4 -t'7x-'JW Ttb7;K)^ 
> v> A>) T V 'J > - 2 . 4 - ^ * > * 322mgf#/io 
NMR(ppm) :3 06(1H. dd). 3. 31 (1H. dd). 3. 68(2H, s). 4. RfiUH. dd), 

7. 17(2H, d).7. 32-7. 67(1 1H. m). 10. 19UH, s). 12. 00(1H. bs) 
MS(MH);417 

10 ^ISfe^|2 4 5 - (4 - (2 - (4 -'J/f-JVTx J 7t^) T-tr F7; K) 
f7'/'J , ^>-2. 4 - S^* 
5 _ (4-r^y^>> ? ^) f-TVV V>-2. A-*S*>\.2g. 4-i?JT 
;l/7;;7x-^K 968mg. HOBT 0.83g. WSC.HC1 1. 04g SrDMF 10ml tcj§ 

y JU= 2 0 : 1 ) T'ffigJ-rS £5 - (4 - (2 - (4->^ i J 7 s.—)V) 

TtbTi K) f7*/'J^>-2, 4 - i^* >&t&*<h LT 1. 22gli 

20 NMR(ppm) :2. 85(6H, s), 3. 05OH. dd). 3. 31 (1H. dd). 3. 46(2H. s). 4. 86(1H. dd). 
6. 68(2H. d). 7. 12-7. 16(4H, m). 7. 52(2H. d). 10. 03(1H. s). 
12. OOOH, bs)' 
MS(MH);384 

nte&\2 5 5 - ( 4 - (2 - ( 1 -f7f^) T-thTi K) Ov^U) 

25 '/U v>>-2. 4 - 

5 _ (4-7;y/>(>y;l,) f7 , /'Jy>-2. 4 - : J* > 1. 5g . 1-^7 

f-^BtS? 1.39g, HOBT 1.03g> WSC.HCI 1.3g£DMK 15ml lCj§ft?U ISCT 
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T ./.j.^>-2, 4 1.88g»fco 
NMR(ppm) :3. 15(111. dd). 3. 37-3. 48( 1H. m). 4. 23C2H. s). 4. 96(1H. dd). 
5 7. 26(2H. d). 7. 53-7. 67(611. m). 7. 91-8. 04(2H. m). 8. 2K1H. d), 

10. 40(lH.s). 12. 07(1H. bs) 
MS(MM):391 

HJfePU 6 5 - ( 4 - (2 - (2 ^-v^-yu; ^ r 

10 5-(4-7;M>^)^A ! ^-2- 4 - > 1. 5g , 2 

^*fttt 1.39g. HOBT 1.03g. WSC.HC1 1.3g*DMF 15ml MIST 

15 *L««t5- <4- (2- C2-«**> T*KTS K) * 

7 ,y ,j y _ 2 , 4 - y # 1. 98g»fco 

NMR(ppm) ;3. 14C1H. dd). 3. 40(1H. dd). 3. 90(2H. s). 4. 95C1H. dd). 7. 55(2H. d). 

7. 52-7. 86(5H. m). 7. 91-7. 99(4H. m). 10. 32(1H. s). 12. 09C1H. bs) 
MS(M+1);391 

20 MM2 7 5 - (4 - (2 - (2 -lfU*A0 7*hTiK)^) *T 

5 _ (4-T;W-^) f7'/')^>-2. 4-**> 1. 5g . 2-tfU 
StiUMMM l.Hg. MJiW; > 0.94ml . HOBT 1.03g, WSC.HC1 1. 3g 
*DMF 15ml iC**U S»u:T-a*«*L*:. Krt^lOW***** 
25 ****** «0t«*«:t«*Lfc. 

<* 0 :<Ott**«LW4i5- (4- (2- (2-f-Jy/U) T-thT 
i K) f7'/'Jy>- 2. 4~^*>£ 1.26g»fc. 

NMR(PPm) :3. 05(111. dd). 3. 33-3. 41 (1H. m). 3. 82C2H. •). 4. 86(1H. dd). 
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7. 16(2H. d). 7. 23-7. 39(2H. m), 7. 53(2H. d). 7. 71-7. 77(2H. ro). 
8. 47-8. 50(2H. m). 10.2K1H, s). 11.78(lH,bs) *■ - - 
MS (M+ 1);342 

nmm 28 5-(4- 02- 03-ey r-^bn k) ^u) 

5 '/yi>>-2. 4 - £>*>©£fiJ<; 

5- (4 -7 S VO v^l/) f77'Jy>-2, 4->»*> 1. 5g . 3 - b* U 
^/l/g^SrlSKlS 1. 17g. MJi^JUTS > 0.94ml , HOBT 1.03g, ; WSC.HC1 1.3g 
•SrDMF 10ml Kj§ft?U ^*CT— Si&titWLtZo 5fe&j£fC^g£i^;U£jta 

CO^«ffiL^t5<!:5- (4- (2- (3-fc?»J5W 7*h7; K) 
'O^) f77'Jy>-2, 4 - 488mg|f /c 0 

NMR(ppm) ;3. 06C1H, dd). 3. 20-3. 30(1H, m). 3. 69(2H. s). 4. 87(1H. dd). 
7. 17(2H. d), 7. 35(1H, dd), 7. 52(2H, d), 7. 73(1H. d). 
5 8. 45-8. 52(2H. m). 10. 23C1H. s). 11. 94C1H. bs) 
. MSCM+1);342 

nnM2 9 5 - (4 - 02 — (2 T-tr bT i K) O^U) *7 

*/V'J>^2. 4 - it* 

5- (4-7;M>-^) f77'J^>-2, 4 - > 1. 5g . 2-+S. 
0 — 7l/g^K 960mg. HOBT 1.03g. WSC.HC1 1. 3g£DMFICjg&?U ^&{CT— g& 

3XL&j»-9 u <£<£: 5 - (4 - (2 - (2 T-tbTi K) ^>>W f- 

5 7 '/>J >?>- 2. 4 l.7g lifco 

NMR(ppm);3. 07(1 H. dd). 3. 29-3. 32UH. m). 3. 35(2H. s). 4. 87 (1H. dd), 

6. 97(2H. t). 7. 18(2H. d). 7. 38(1H. dd). 7. 52(2H, d). 10. 1901H. s). 
12.0K1H. bs) 
MS(M+1);347 
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%im* 0 5 - (4 - (2 - (3 - f-x-^ r-e r 
«/iJ^>-2. 4-^^>^afi5c 

5 _ ( 4 -T^^>^^) *T'/Uy>-2. 4-SM"> 1.28 , 
-Mm mm. HOBT 0.83g. WSC.HCl 1.04g £DMF 10ml 

aS«:>^y-iWc*WL. ★KiTF**** »**<#rtflLT<«. 
»LtW*i5- (4- (2- (3-^U) 7* VT I 
f7 >/,j^>-2 1 4 1.49g»fio 
10 NMR(ppm) ;3. 06(1H, dd). 3. 32(111, dd). 3. 64(2H. s). 4. 87(1H, dd). 

7. 08C1H. dd). 7. 15-7. 18(2H. ■). 7. 31(1H. d), 7. 46-7. 54(3H, id). 
10.1K1H. s). 12. 00(1H, bs) 
MS(M+1);347 

ftftfUl 5- (4- (2- (3-^KU*) 7*h75K)^) f 

15 7'/ijy>-2, 4-^5t*>^fife 

5 _ u-7i/«>W fT'/y^>-2. 4-5**> 1.5g. 3->T> 
K'JAdM L18g> HOBT 1.03g. WSC.HCl 1.3g*DMF*C**U J«ICT-ft 

***HJ*A*»* IS»«tok»cTft»Lfco Wlxf^BiL, 
20 /*y-/HC«*U *fc*Tr*^ »**<»raiLT<«. C L 
Wl«t5- (4- (2- C3-* >KU*> 7th7; K) *T 

y ,J ;j y _ 2 . 4-^t^2. 08g*f fco 

NMR(ppm) ;3. 05(1H. dd). 3. 3K1H. dd), 3. 70(2H, s). 4. 86(1H. dd). 6. 98(1H. s). 
7. 07(1H, t). 7. 15(2H. d). 7. 25(111, d). 7. 350H. d). 7. 53(2H. d). 
25 7. 60(2H, d). 10. 07(1H. s), 10. 90(1H. bs). 11. 99(1H, bs) 

MS(MU);380 

£»|32 5 - ( 4 - ( 2 ~ (2-y^-3--f>KUiU)T*hT5K) 
-fTV'J 2. 4-^*><0^fiJt 

c yi.T:M>^) 4 1.5g . 2-/r 
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2 0 

A - 3 - -<-> KU /WBtfi& l.02g, IIOBT0.83g, WSC.HCI 1.04g £DMF 10ml <C 

f-/w*s*u 9 j -wzmmts TkizmT^-zt, ^^mtaLx< 

5 So :©^ML^t5i5- (4- (2- (2-^^-3-^ >K'J 
T-fehTS K) "OiW f77'jy>-2. 4-i>:*>£- 1. 74glt/c 0 
NMR(ppm) :2. 38(3H. s). 3. 05(1 H. dd). 3. 31 (1H. dd). 3. 66(2H. s). 4. 86(1H. dd). 
6. 89 : 7. 00(2H. m). 7. 15(2H. d), 7. 23(1H. d). 7. 49-7. 54(3H. m). 
10. 04OH. s). 10.8K1H. bs). 12.0K1H. bs) 
10 MS(MH);394 

nmm 33 5 - (4 - (2 - (5- / h * •> - 2 - / * jv- 3 - j> k u *o 

T-trbTi K) 'OSW f77'jy>-2, 4 - >©^f£ 
5 - (4-7;7^^) f77'J-^-2, 4 - > 1. 2g . 

2 - / *f-)V- 3 ->f > K 'J ^BfcS* 1. 18g. HOBT 0. 83g. WSC. HC1 1. 04g & 
15 DMF 10ml tC*§ft?U ^MlCT— g£«#LfCo ^^{Cftgf^^^to^.. 
tK. 5%?i>&7k?Si8U fifrftlJ£Bft7kfc^hU^A7k&«u fi&fn&i£7kfcT3fcfr 

D^A-x^y-/l/ : 3 0 : 1 ) T'fcgl-r S <»:. 5 - (4 - (2 - (5 - > b 
+ ->-2->f;l/-3-'f>K l J/l') 7t>7; K) *C>5>/10 f7 % /US»- 
20 2. 4 LT 1.46g»£io 

NMR(ppm);2. 36(3H. s), 3. 05(1H, dd). 3. 0K1H. dd). 3. 62(2H, s). 3. 71(3H. s). 

4. 86(1H. dd), 6. 62(1H. dd). 7. 08(111. d).J. 15(2H. d). 7. 53(2H. d). 
10. 04(1H. s). 10. 64(1H. s). 12.0K1H. bs) 
MS(MH):424 

25 mmmz 4 5 - (4 - (2->f;V-2-(R) -7x-^7-bh7; K) ^> 
ifJl>) *T % /*) 2, 4-^^>O^Rt 

5 - (4-7;y<^;W fT'/'J^-S, 4-^*>1.48g. 2-(R)- 
7 1 -;^Db't>K l.Og . HOBT 1.02g, WSC.HCI l.28g ^DMF 15ml 
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2 1 

T<* 0 :©»*«ttLWt*4 5- (4- (2-y*-/U-2-(R) -7i 
-^TthT; K) AO ^7Vt>^>-2, 4 - 1.76g»feo 

5 NMR(ppin) : 1. 41 (3H, d). 3. 05UH. dd). 3. 31(111 dd), 3. 82C1H. q). 4. 86(111 dd). 
7. 15(2H, dd). 7. 19-7. 41(5H. a). 7. 53(2H, d). 10. 03(1H. s), 
I1.990H. bs) 
MS(M+1);355 

mmms 5 5- (4- (2 -y^- 2 - (s> -7x-;i/7th7; K) * 

10 f77'Jv?>-2, 4 - 

5 _ ( 4 -7;M>^) 1-7V*)iS>-2, \- : J*y l.48g N 2- (S) 
-7x-^DtT*^K l.Og , HOBT l.02g, WSCHCl l. 28g £DMF I5ml \Z 

m\m&fc.%+ v v *.Mc*tt* mi&muzTVtfrLtzo mm* 

LT<So C©»***WL**«i:5- (4- (2 2- (S) - 
7x-;l/7th7; K) "OvW *T % /*)i?>-2. 4-^*>* 1.68g»fco 
NMR(ppm):l. 4K3H. d). 3. 05(1H, dd), 3. 31C1H, dd), 3. 8K1H, q), 4. 86(1H, dd), 
7. 18(2H, d), 7. 20-7. 4K7H, m). 7. 53(2H, d). 10. 04(1H, s). 
20 11.99(lH,bs) 
MS(MH):355 

^l!fe^J3 6 5 - (4 - (2 -xf^-2-7x-^7th7; K) ^>5>*) 

fr/yy>-2, 4-^^->©^fi!c 

5 _ (4-7;M>^A/) f-T'/U j>>-2. 4-5>*> 1.5g , 2-7x 
25 -;HS® 1.2g . HOBT 1.03g, WSCHCl 1.3g£DMF 20ml IC&fgL mi&lwT 



01997 DERWENT INFORMATION JLil> 



WO 97/32863 



PCT/JP97/00639 



2 2 



f7'/'iy>-2. 4 - ^*>£r 2. I2gf#/c 0 

NMR(ppm) ;0. 94 (3H. t). 1. 70-1. 85(1 II. m). 2. 02-2. 21C1H, m). 3. 13(1H. dd). 
3. 39(111. dd). 3. 63C1H. dd). 4. 94(1H. dd). 7. 22(2H, d). 
7. 28-7. 49(5H. m). 7. 61(211. d), 10. 16(1H. s). 12. 09(1H. bs) 
5 MS(MH):369 

HiSte^J 3 7 5 - (4 - (2 -i/fO'Of-jU- 2 - 7i^7t h7; K) ^ 
*-7"/'J 2. 4 - -**>0>&idt 

5— (4 - 7; -/^>y^) f-77'J 5?>-2, 4-^*>1.5g, 2->? 
o^>^;U- 2 - 7x-/^8 1.4g „ HOBT 1.03g. WSC.HC1 1.3g£DMF 15 
10 mUzmt&L. &UlZT—M:&m$LtZo 5JCj$&lcBt8?i^ Jl^rjja^ 5% 

fjLismykmm. fi&mB&7tefc^H;^A7k7§&. fi&fo^7K{c-rj5fe^L/co fit 

77y;U77^A^n^ h/57>f- ('\*1J->:Bfc 
Kif;U= 1:1) T'^-r-Si. 5- (4- (2->^d^I/-2-7i 
-;l/7-bh7; K) ^>Cl/) f7'/U^>-2, 4--^>^U 1. 46g 
15 li/Co 

NMR(ppm) ;0. 85-1. 90(8H. m), 2. 48-2. 70(1H. m). 3. 04(1H, dd), 3. 26-3. 39(3H, m). 

4. 85(1H. dd). 7. 11-7. 53(9H. m), 10. 05(1H. s), 11. 99(1H. bs) 
MS(M+1);409 

HSIE013 8 5 - (4 - (2 -i/ 9 a to- 2 -~J x— ^T-t? hT I K) ^ 

20 yV)V) f-T'/U 2. 4 - iS*>CD£j& 

5-(4-7;M>^) f77'J^>-2, 4 - > 0. 75g. 2-S/* 
P'\*>'A'-2-'7x-;l/BlFlfc 833mg> HOBT 620mg. WSC.HC1 776mg ^DMF 1 
Oml lw*gft?U m&KT— g£«fc#Lfco RJ6»tt«wftttxf';U«rj!iajt % tK> 5 
%?i>&7k&Bu ISiftiJ^Br7K^^hV^A7k?§^ ISfo^TkicT^L^o 

25 BtSP^l/£S£Lx U rtY/Prt^A^ov hr5 7>f - (?oa*;l/ 

A : i^y-;l/=2 0:1) T'fitQl-f Z t . 5- (4 - ( 2 - > ? o'v* 
2 -7 x-VUT-tr hT S K) *t>yyl/) f77'ii^>-2, 4 - i^:* ^^%t 
LT1. llg &/Co 

NMR(ppm) :0. 74(111. m). I. 03-1. 20(5H. m). 1. 58-1. 81(411. m). 2. 03(1H. m). 
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3. 04(1H. dd). 3. 27-3. 33(2H, n). 4. 85C1H. dd). 7. 14(2H. d). 
7. 20-7. 40(4H, m). 7. 5K2H. d), 10. 07(1H. s). 12. 00(111. bs) 
MS(M+l);423 

»i0|3 9 5 - (4 - (2. 2 -/7x-^7th7;K)^>^) ^7'/ 

5 »J^>- 2. 4-^*>©^fit 

5- (4-7;^>^) f77'J^>-2, 4-**> 1.2g > 

1.15g, HOBT 0.83g, WSC.HCI 1.04g ^DMF 10ml K»#U £fi£T 

*H»**hU ****** IW*«**CTftfrLfc. B»i**W*U » 
10 $*y *y-MC#*U *»wjrf-r*t, »3foWtfJLT< So Ctf>*&**« 
KUfcWS£5- (4- (2, 2-^7x-;b7th7; K) "OS**) *7 
. /IJ ^ > _ 2 , 4 -vM->*1.94g »fco 
NMR(ppm) ;3. 07(1H. dd). 3. 32(1H, dd). 4. 87(1H. dd). 5. 16(1H. s). 7. 17(2H. d). 
7. 21-7. 38C10H. m). 7. 55(2H. d), 10. 40(1H, s), 12. 01 (1H. bs) 
15 MS(M+1);417 

nmm* 0 5- (4- (2-* h*»>-2-7x-^7th7; K) *>SMO 
f-7 4 /U i'V- 2, 4-5>*>©£flfc 

5- (4-7;y<>^) f-TV'J^>-2. 4-v 5 *> 1.2g „ 2-^ h 
+ ->-2-7i-^S 897mg. HOBT 0.83g, WSC.HCI 1. 04g £DMF 10ml IC 
20 8K?L, ifiCT-I^Lfco Rl6««i:il«if ^ 5%*^ 

So c©»*M*L«i^*t5- (4- (2-yW-2-7x-m 
hTi K) f-T % /'J^>-2. 4-^*>£ 1.82g&fco 

25 NMR(ppm) ;3. 06(1H. dd). 3. 32(1H. dd). 3. 36(3H. s). 4. 82(1H. dd). 4. 88(1H. dd). 

7. 16(2H. d). 7. 32-7. 36(3H. m), 7. 38-7. 50(2H, m). 7. 61 (2H. d). 
10. 03OH. s). 12. 02(1H. bs) 
MS(MH);371 
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yfl) f-T'/'J ! J>~ 2. 4-^*>CO£fiJc 

5- (4-7;/'^>^W f7'/'J^>-2, 4-> f *>1.2g, 
^-Z-7xi*BB l.04g, H0BT0.83g. WSC.HC1 1.04g £DMF 10ml (Cfg 

;l/= 1 : I ) TfiS$¥-r££ 5 - (4 - (2. 2 - : j3-=f-t\,- 2-7i^7t h 
T ^ K) ^ > fTVU — 2, 4 - LT 0. 66g»/c 0 

NMR(ppm) ;0. 66(6H. 0. 1. 94-2. 16(4H. m), 3. 04(1H. dd), 3. 30(1H, dd). 
10 4. 86(1H. dd), 7. 12(2H, d), 7. 20-7. 38(5H, m), 7. 48(2H, d). 

8. 97(1H. s). 12. 00(1H. bs) 
MS(M+1);397 

mmm4 2 5- (4- (2. 2, 2- hu?*— n/T* yti k) 

f-T'/U^>-2, 4-^*>CD£JSfc 
15 5- (4-7W^>^) f7 , /'jy>-2, 4-v»*>1.2g> h'J7z 
— 1.56g. HOBT 0.83g. WSC.HC1 1.04g IrDMF 10ml ICi§ft¥U 60<£lC 

•> 'J 77 Y7U77 7A^D7h/77-f- g^B?if-;l/= 1 : 1) 

20 T'ffigi-rSt 5- (4- (2, 2. 2 — "7 x — h T ^ K) \? )V) 
f7 > /'Jv'>-2, 4 - V* LT 377mg*#fc 0 

NMR(ppm) ;3. 05(1H. dd). 3. 30(1H. dd), 4. 87(1H, dd). 7. 14(2H. d), 

7. 22-7. 36C15H. m). 7. 46(2H, d). 9. 03(1H. s), 12. 01 (1H, bs) 
MS(MH):493 

25 ^JfePI4 3 5 - (4 - (2 - / f-Jls- 2 - (2--Fo7x-^) 7t h7; 
K) > S> /U) f-T */ U >* > - 2 , 4 - 

5- (4-7;y / <>y;l/) f7'/'J-/>-2, 4-v>*>3.03g, 2- (2 
--ho7x-W T'of^^K 2.66g. HOBT 2. lg . WSC.HCI 2.62g £DMF 

30mi izmwt. wmizx— &&m#Ltz 0 fcfommzm&i-+ j\,zija*-. tk. 
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LT<5o C©»**i«RL<ai-r*t5- (4- (2-y^^-2- (2-- 
Hd7*x;U) T-trhT= K) *I/5W f7'/'J/>-2, 4-5^*>* 3.8 
5 7g^fCo 

NMR(ppm) ; 1. 57(3H, d). 3. 10OH, dd), 3. 36(1H. dd), 4. 30OH. q). 4. 90(1H. dd). 

7. 20(2H. d), 7. 53C2H. d). 7. 55-7. 60(1H. ■). 7. 70-7. 80(2H, m) 

8. 00C1H. d), 10. 15C1H. s), 12. 0K1H, bs) 
MS(M+1);400 

10 £Jfcfl4 4 5 - (4 - <2-*f-*-2- (4-xbo7*x;l/) 
K) K^^W f77'J^>-2, 4-^*>0#rtt 

5- (4-7;M>^) f7*/'J^>-2, 4-5^*> 1.5g , 2- (4 
--ho7x-;l/) 7oe*:/& 1.3g , HOBT 1.03* WSC.HC1 1.3g£DMF 1 
Onl IzfeML. mfflKT-S£«#L*:o ££&&Kgti&xf-;U£tax_, tK. 5 

15 % 9 x t&fQJ£B*7K&^ h U * A3K»»[, fiS*D&£*fCTSfcfr L^o 

>WrlHLT<So dO»**»KHOi-r«t5- (4- (2-^^-2- 
(4-ihD7xi;l/) 7th7; K) 'OS^l') f-T*/»<S>-2. A-** 
2.21g»fco 

20 NMR(ppro) ; 1. 46(3H, d). 3. 07C1H. dd). 3. 35C1H. dd). 4. 00(1H. q). 4. 86(1H. dd). 

7. 16(2H. d). 7. 51 (2H, d), 7. 66(2H. d), 8. 21 (2H. d), 10. 18(1H. s). 
11.99(lH.bs) 
MS(MH);400 

%W\± 5 5- (4- (l-7 i -^-l->^07'o^ , ^;l/^7;;) 
25 sOiSJV) f"T 4 /U : Jy- 2. 4-v*><D&J5fc 

5- (4-7;;^>^^) f7'/'jy>-2, 4 - > 1. 2g , 1-7* . 
^-l-y^D7*D/N , y*yl/t^K 876mg, HOBT 0.83g, WSC.HC1 1.04g £D 
MF 10ml d*»U *ftl!lT-MHI*Lfc. R£iM*fcl»****to*- 
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: 3-9 J ->V= 10:1) T-fflK-T-S t 5 - (4 - (1 1 
LT 1.35gli/Co 

5 NMR(ppm) ; 1. 08-1. 12(2H, m). 1. 41-1. 45(2H. m). 3. 05OH. dd). 3. 30UH. dd). 

4. 86(1H. dd). 7. 12(2H. d). 7. 24-7. 48(7H. m). 9. 00(1H. s). 
11.990H. bs) 
MS(M+1);367 

MMW 4 6 5 - (4 - ( 1 -7i^- 1 - i/ >? WO 9 >?] foX—frY I J) 
10 'OiW f-T'/U 2. 4 - v*>C7)£j?£ 

5- (4-7;y / <>v ? ^) f7'/'J^>-2. 4 - ^ * > 1. 5g . l-7x 
^., u _ j -i/^D^V^^W^SS! 960mg. HOBT 1. 03g> WSC.HC1 1.3g*DM 

f 20ml icjgasu gMicx—m&fimLtzo Kfemmzmfcz-r^inx-. tr. 

BjF»i^;U= 1:1) -^»S!!-ra<»:5- (4- (l-7x^- 1 -*>?o^> 
1. 51g»/Co 

NMR(ppm) ; 1. 72-2. 10(5H. m). 2. 70-2. 80(2H. m), 3. 120H. dd). 3. 38(1H. dd). 
20 4. 94C1H, dd). 7. 18-7. 72(9H. m), 9. 24(1H, s). 12. 08(1H, bs) 

MS(M+1);395 

MMW 47 5 - ( 4 > VfrT x J i) Jltf—j],^ > V)\S) f 7VJ i?> — 2, 
4 - ><D&& 

5 _ (4 -ft iSjU) f7'/U^>-2, 330mg. O 

25 i'A'T £ 363mg, h 'Jif^7 £ > 0.3ml. HOBT 323mg N WSC.HC1 404 

mg£DMF 5mllc&#U miatCT-g&flttt Ltz 0 KfcWL&VHZtimx.* 

5 _ (4-^>.^7;;**#iM^y*) f-T'/U 5>>- 2. 4-i?*> 
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LT 670mgi#/c o 
NMR(ppm) ;3. 20(1H. dd). 3. 43(1H. dd). 4. 47(2H. d). 4. 97(111. dd), 

7. 20-7. 36C7H. m). 7. 84(211. d). 9. 02(111. t). 12. 07(1H. bs) 
MS(M+1):341 

5 HiHS014 8 5 - (4 - (4-ih^>^7;y*^^) ^ 

5 _ f-T'/U y>-2. 4 251mg> 4- 

^. h p'O v?;l/T i 189mg. h U if^7 ^ > 0. 14ml n HOBT 153mgx 

WSC.HC1 192mg £DMF SalK&KU MKT. 6l#flMll*Lfc. 
10 ic#»x**ttl*.* 5X?x>l*j«((, »D«^**M*A***v 
tefQ^TktwT^L/Co M*x***«E«*U x-r*-^*1^<fcDt& 
^k-r^is 5- (4- (4--hD^^I/7;;^t:-;W * 
7 , /i; ^ > _ 2 , 4-y*>*»*iLT 315og^o 

NMR(p P m);3. 21 (1H. dd). 3. 44(1H. dd). 4. 59(2H, d). 4. 97(1H. dd). 7. 37(2H. d). 
15 7. 58(2H. d). 7. 85(2H. d). 8. 20(2H. d). 9. 17(1H. t). 12. 06(1H. bs) 

MS(M+1);386 

«lkM4 9 5 - (4 - (2 --Fd^^7;^H:-/W Ky'JM * 

5- (4-^Vt:+^>^) f7'/'J^>-2, 4-v^V 251mg, 2- 
20 -ha^^7;> 152mg, HOBT 153mg> WSC.HC1 191mg £DMF 5mliC^ 
U ££lcT-g£!t#L/Co EJ«^fc»»x***ln*- 5X*x> 

;1/£&£S£U x— f;U-^*-9->«k*)»^k^*<i:x 5- (4- (2--h 
wOVfrTXJ-hfrX-M f7'/'i^>-2, 4--^*>*»* 

25 t LT 235mgl#fco 

NMR(ppm) :3. 22(1H. dd). 3. 45(IH. dd). 4. 60(2H. d). 4. 97(1H, dd). 

7. 36-8. 04(8H. m). 9. 20C1H. t). 12. 06(1H. bs) 
MS(MH);386 
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AO U >' > - 2 . 4 - V* ><F>£ih% 

5- ( 4 -i))V#*\/'<> t JM *T */•; >'>- 2. 4 - ^5t-> l.Og . (10 
- a - / j-jlsssy-yjUT i > 482mg. HOBT 610mg, WSC.HC1 766mg ^DMF 10 

»»i^^«-ttEES*L. «$^Kxf;n:jg»L, ^*-*>+K*TL«# 
^©<h. »**<#f*LT<Sn C L 5 - (4- ((R) - 

a _y ^;K>>;l/T i 7 ^yl/.-K— ;U) **>s>A0 f77'J-/>-2, 4-^* 
>^*iU 1.25g^/; 0 
10 NMR(ppm) : 1. 47(3H. d), 3. 18(1H. dd). 3. 44(1H. dd). 4. 96(1H, dd), 5. 16(1H, q), 
7. 18-7. 41 (7H. m). 7. 84 (2H. dd). 8. 78(1H. d). 12. 06(1H. bs) 
MS(M+1);355 

^m&\5 1 5- (4- ((S) -a-yf;K>y;l/7;;^/l/t:-;W 11/ *J 

15 5- (4 -/7^iH#S/'<>y/U) f77'J^>-2, 4 - i?* ;/ l.Og. (S) 
-a->f;K>^7; y 482mg. HOBT 610mg. WSC.HC1 766mg ^DMF 10 
mltC7§ft¥U ISJCT- g«tt#Lfco K&M^KBfc&i^A^jta*.. 7k. 5 

g*B£i^;l/£&JES£U a^^ftSr^^-'WC^L. ^4-l7->{c«T-rS<i:> 
20 t»5fr&<tfflti LT < So C£D^^rilt«XL$fc«-rSi 5 - (4- ((S) -c-/f 
A"< > >VUT x Ji) A*»K— AO AO f-T V U 5> > - 2 . 4 - i> * 

<hLT 1.22g'#^o 

NMR(ppm) :1. 47(3H. d). 3. 20(1H, dd), 3. 43C1H, dd), 4. 96(1H. dd), 5. 16(1H. q), 
7. 18-7. 4K7H. m). 7. 84(2H. dd), 8. 77(1H. d). 12. 06(1H. bs) 
25 MS(M+1);355 
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>7^1»6Effll', ^^fci^Ii Ltetr lOOmg/kg 
OOOOrpm. lOmin ) LTlf ^>titzMi^ t P<D^'Jlo-7.M^:^jl^-xB"r X h V 
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WKtj 9* C'<4 i^H^) T'fcm*<M&T'& S C £ £«£SS L fcKK-Ay v 
13?6EEK\ *%Bg^fc«k^Ii LTb'^r'J lOOmg/kg 

OOOOrpm. lOmin ) LT'&t>tltzMm*P<DrJl'^-XS.$:yjV=i-XB J rX h V 

£2 

10 
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^ (i) T'^$ns*^fk^^^(i^©^±ie©§WTffl^S{c(i. & 

15 l\> 

*«W^«J*k MC»:4-rSl»^©t9:4*ttx 0. 0 0 5 mg~4 0 Omg 
/B* ff*L<tt* 0. 0 5mg- 1 6 0mg/BT'*^o LfrLtt*^ 

©a wet ncft4$n*<t^©ffl»«i. softest, 

(I) T?*3n*4fc£1!jtt* an^JlMtftTftfflftCWSIIfiTffffl 
25 *fc£( Hb ) T«3tl*flA«!tt, « (lb ) T**n*ft^m*»ift^** 
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5 




(I) 

-57x-^s> t7f/n, *wpK< t hmm. st&> afsisipo^^-r 
io i i m&Lk&tsmmw. *>l< tt^ai««*ai*« u r r , i*-** 

(CH 2 ) n- (n = 2~6) A (17; Ktt^**t-] t?« 

15 2. A*<-NHCO--C**«f*3IlfcE«©f-T»/ys/>-2. 4— 5>*2/ 

3. A*<-coHN--e**«r^nw8a«o^T»/'jy>-2. 4-**> 

4 5 - (4 - ( 1 -7 x— 71/- 1 - > * P ~fv ;!/+:— 7l/T ;7) '<> 
20 5**/) f-T'/U 2, 4 - v> 0>*£o 

5. a^i-4®^-rn^i3iicie«fe©^T*/y ^>-2. 4 
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